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introduction: Pulmonary arterial hypertension (PAH) is characterized by chronically elevated pulmonary artery pressure (PAP). It occurs secondary 
to morphological changes in the wall of pulmonary arterioles (“vascular remodelling”), which is triggerd by growth factor (GF) induced proliferation 
and migration of pulmonary arterial smooth muscle cells (PASMCs). In recent experiments we identified PI3Kα as a central downstream mediator in 
growth factor induced proliferation and migration of PASMCs. Therefore, we investigated whether a genetic or pharmacological inactivation of PI3Kα 
may prevent hypoxia-induced PH in mice.
methods: We generated a SM-specific PI3Kα deficient mouse and subjected it to chronic hypoxia in order to induce PH. Additionally, we treated 
wild-type mice with the specific PI3Kα[[Unable to Display Character: &#61472;]] inhibitor PIK75 (50 mg/kg daily; i.p.) during hypoxia exposure. 
Controls received the same amount of vehicle. RV systolic pressure was determined via invasive measurement using millar pressure catheter. RV 
hypertrophy was assessed as RV/LV+septum weight ratio. Vascular remodeling was determined by morphometric analysis of vascular muscularization 
and medial thickness of lung tissue sections using Leica Q Win standard analyzing software.
results: In both approaches, ablation of PI3Kα activity significantly diminished the fraction of fully muscularized small pulmonary arteries 
and a narrowed medial wall thickness compared to either controls assigning SM-PI3Kα a keyfunction in hypoxia-induced vascular remodelling. 
Consequently, SM-specific PI3Kα deficiency or PIK75 treatment of mice led to significantly lower RV systolic pressure and RV hypertrophy compared 
to their corresponding controls.
conclusion: These results indicate a crucial function of PI3Kα in hypoxia-induced PH. Therefore, inhibition of PI3Kα represents a promising 
strategy for the treatment of PAH.
